Fenofibrate, widely used for the treatment of dyslipidemia, activates the nuclear receptor, peroxisome proliferator-activated receptor ␣. However, liver toxicity, including liver cancer, occurs in rodents treated with fibrate drugs. Marked species differences occur in response to fibrate drugs, especially between rodents and humans, the latter of which are resistant to fibrate-induced cancer. Fenofibrate metabolism, which also shows species differences, has not been fully determined in humans and surrogate primates. In the present study, the metabolism of fenofibrate was investigated in cynomolgus monkeys by ultraperformance liquid chromatography-quadrupole time-of-flight mass spectrometry (UPLC-QTOFMS)-based metabolomics. Urine samples were collected before and after oral doses of fenofibrate. The samples were analyzed in both positive-ion and negative-ion modes by UPLC-QTOFMS, and after data deconvolution, the resulting data matrices were subjected to multivariate data analysis. Pattern recognition was performed on the retention time, mass/charge ratio, and other metabolite-related variables. Synthesized or purchased authentic compounds were used for metabolite identification and structure elucidation by liquid chromatographytandem mass spectrometry. Several metabolites were identified, including fenofibric acid, reduced fenofibric acid, fenofibric acid ester glucuronide, reduced fenofibric acid ester glucuronide, and compound X. Another two metabolites (compound B and compound AR), not previously reported in other species, were characterized in cynomolgus monkeys. More importantly, previously unknown metabolites, fenofibric acid taurine conjugate and reduced fenofibric acid taurine conjugate were identified, revealing a previously unrecognized conjugation pathway for fenofibrate.
Fibrates are agonists of the peroxisome proliferator-activated receptor ␣ (PPAR␣), a nuclear receptor that modulates expression of genes involved in lipid, glucose, and amino acid homeostasis (Qi et al., 2000; Peters et al., 2005) . In clinical studies, fibrates are widely used for the treatment of dyslipidemia, yet adverse affects have been reported such as myotoxicity (Blane, 1987; Clouâtre et al., 1999; Ritter and Nabulsi, 2001; Ghosh et al., 2004) as well as the generation of oxidative stress in rats (Nishimura et al., 2007) . In addition, chronic administration of fibrates to rodents causes hepatocellular carcinoma. It is interesting to note that both humans and nonhuman primates are refractory to hepatocellular carcinoma caused by PPAR␣ agonists (Reddy et al., 1980; Rao and Reddy, 1987; Ward et al., 1998; Klaunig et al., 2003; Hoivik et al., 2004 ), yet the mechanism behind the species-related difference of susceptibility to these drugs remains to be firmly established (Peters et al., 2000; Hoivik et al., 2004) . Some metabolites of PPAR␣ agonists have been reported to cause toxicity and complex drug-drug interactions, underscoring the need for detailed metabolic studies of PPAR␣ agonists (Sallustio et al., 1997; Backman et al., 2002; Prueksaritanont et al., 2002; Shitara et al., 2004) .
Fenofibrate metabolism has been documented in humans, rats, guinea pigs, and dogs (Weil et al., 1988 (Weil et al., , 1990 Cornu-Chagnon et al., 1995) . However, fenofibrate metabolism has not been studied in nonhuman-primates (NHPs). Fenofibric acid (FA) and reduced fenofibric acid (RFA) have been identified in rat, guinea pig, dog, and human, and also in rat hepatocytes. In addition, fenofibric acid ester glucuronide (FAEG) and reduced fenofibric acid glucuronide (RFAEG) have been reported as metabolites in rat, guinea pig, and human but were not detected in dog (Weil et al., 1988) . It is interesting to note that a structural analog of fenofibrate, clofibrate, also shows similar species differences (Cayen et al., 1977; Emudianughe et al., 1983) . Dogs, cats, and ferrets form the taurine conjugate of clofibric acid, but humans, rodents, and rabbits do not. We were surprised to find that no taurine conjugates of fenofibrate have been reported in any species.
Metabolomics can be defined as the global profiling of small molecules in a biofluid. Metabolomics has been exceptionally useful for identifying unique chemical fingerprints associated with a particular physiologic state, drug treatment, and/or disease Zhen et al., 2007; Ma et al., 2008) . When combined with multivariate data analysis (MDA), ultraperformance liquid chromatography (UPLC)-quadrupole time-of-flight mass spectrometry (QT-OFMS) is a highly sensitive and powerful means for uncovering drug metabolites.
In the present study, cynomolgus monkeys (Macaca fascicularis) were dosed orally with fenofibrate. Urine samples before and after fenofibrate administration were collected and profiled by UPLC-QTOFMS. After chromatogram deconvolution, fenofibrate metabolites were identified using projection to latent structures discriminant analysis (PLS-DA). Potentially novel metabolites were structurally elucidated by tandem mass spectrometry comparison of the urinary constituent with the synthesized or commercially available authentic compounds. In addition to previously reported metabolites, four new metabolites were characterized including fenofibric acid taurine conjugate (FAT) and reduced fenofibric acid taurine conjugate (RFAT), revealing a previously unknown conjugation pathway of fenofibrate in cynomolgus monkeys.
Materials and Methods
Chemicals and Reagent. Fenofibrate, FA, and 4-chloro-4Ј-hydroxybenzophenone (compound A) were purchased from Shangqiu Chemry Chemicals Co., Ltd. (Shangqiu, China). Taurine was purchased from Shanghai Jiachen Co., Ltd. (Shanghai, China). High-performance liquid chromatography-grade acetonitrile, methanol, and formic acid were purchased from Sigma-Aldrich (St. Louis, MO). Purified water was obtained from an Elix system (Millipore Corporation, Billerica, MA). Biochemical analysis kits for alanine aminotransferase, aspartate aminotransferase, creatinine, blood urea nitrogen, and lactate dehydrogenase analysis were purchased from Shanghai Kehua Bio-engineering Co., Ltd. (Shanghai, China). All other chemicals used for experiments were analytical grade.
Synthesis of FAT, RFAT, Compound X, RFA, Compound AR, and Compound B. FA was used as the starting material for synthesis of RFA, compound X, FAT, and RFAT. Compound A was used as the starting material for compound AR and 4-chloro-4Ј-isopropoxybenzophenone (compound B). Taurine was used as an intermediate for synthesis of FAT and RFAT. Synthesized compounds were subjected to 1 H NMR (AV-400; Bruker, Bremen, Germany) for structure and purity confirmation.
To synthesize FAT, FA (318.5 mg, 1 mmol) and triethylamine (0.14 ml, 1.2 mmol) were dissolved in 5 ml of acetone at Ϫ5°C (ice bath). A solution of methylchloroformate (0.1 ml, 5 mM) in 1 ml of dichloromethane was added dropwise. The mixture was stirred at Ϫ5 to 0°C until the disappearance of starting material was noted by TLC (5-10 min). A solution of taurine (125 mg, 1 mmol) in 2 ml of aqueous sodium hydroxide (2 M) was then added over a period of 10 min. After the reaction was complete (noted by TLC, 3-4 h), the mixture was evaporated at ambient temperature using a rotary evaporator. The residue was purified by preparative TLC on a silica gel plate using a mobile phase composed of dichloromethane, methanol, and acetic acid (15:1:0.1).
For RFAT, the above purified product of FAT (160 mg, 0.5 mmol) was dissolved in 2 ml of 3:1 tetrahydrofuran-methanol solution at 0°C (ice bath). NaBH 4 (95 mg, 2.5 mmol) was then added portionwise over 30 min. The mixture was stirred at 0 to 25°C until the disappearance of starting material was noted by TLC (2ϳ3 h). The reaction mixture was concentrated on a rotary evaporator. The residue was dissolved in 4 ml of water, and the solution was acidified to pH 6 with the slow addition of 6 M citric acid and then extracted with ethyl acetate three times. The ethyl acetate layers were dried and concentrated by rotary evaporation to yield the product.
The chemical structures of synthesized compounds, the synthetic roadmap, and detailed procedures for compound X, RFA, compound AR, and compound B are shown in Supplemental Fig. 1 Monkeys were individually housed in suspended, stainless steel cages and were maintained under a standard 12-h light/dark cycle with free access to purified water and a pelleted diet. The certified primate diet was provided twice daily, and food was offered 2 to 3 h after dosing in the morning and before dosing in the afternoon.
A two-stage investigation was designed using a dose of 30 mg/kg/day followed by 2500 mg/kg/day. This approach was used to identify metabolic pathways that may be dose-dependent. A drug-free period of at least 4 weeks was allowed between the 30 and the 2500 mg/kg/day dose. Four days before the start of each dosing period, the vehicle consisting of 0.5% sodium carboxymethylcellulose was given to the animals according to their initial individual body weight. Animals were administered fenofibrate by oral gavage twice daily for 12 days from day 5. Animals were weighed every 3 days, and the individual doses were adjusted according to the new body weight measurement. To monitor potential toxicity, serum was collected for measuring markers of hepatotoxicity and nephrotoxicity using standard biochemical methods.
Urine Collections. All urine samples were collected into stainless steel pans in the morning. Those contaminated by feces and diet were discarded, and urine samples in the afternoon were collected instead. All of the samples collected were immediately placed in dry ice and transferred to Ϫ80°C until analysis.
UPLC-QTOFMS Analyses. Urine samples were diluted with an equal volume of acetonitrile and centrifuged at 16,000g at 4°C for 20 min to remove particulates and protein. Five microliters of each sample was chromatographed on a ACQUITY 1.7-m BEH C18 column (50 mm ϫ 2.1 mm; Waters, Milford, MA) using an ACQUITY UPLC system (Waters). Flow rate was maintained at 0.5 ml/min in a 10-min run with a gradient mobile phase (acetonitrile: 5-100% from 0.5 to 10 min). The eluent was introduced directly into the mass spectrometer by electrospray. Mass spectrometry was performed on a Waters Q-TOF Premier mass spectrometer operating in positive and negative ion modes. Sulfamethoxine was used as the lock mass (m/z of 311.0814) for accurate mass calibration. Data were acquired in the centroid mode from 50 to 850 m/z.
MDA and Identification of Metabolites. Centroided and integrated mass chromatographic data were processed by MarkerLynx mass spectrometry software (Waters) to generate a multivariate data matrix. The resulting data matrices were then exported into SIMCA-Pϩ 11 (Umetrics, Umea, Sweden) for MDA. Urine samples after more than 7 days of treatment for each dose were selected as observations. Pretreatment methods and pattern recognition methods were optimized for effective classification and signal extraction. PLS-DA was performed on Pareto-scaled data. Suspected metabolites were identified from the corresponding loadings plots. The 35 Cl/ 37 Cl isotope ratio was used as additional inclusion criteria for fenofibrate metabolites.
Structural Elucidation of Metabolites.
After the metabolites were synthesized and characterized by NMR or the authentic compounds were purchased, mass spectra of both the standards and the putative urinary constituents were recorded on an ABI 3000 mass spectrometer (Applied Biosystems, Foster City, CA). For MS/MS fragmentation of target ions, collision energies ranging from 10 to 60 V were applied. Further confirmation of identity was sought by comparison of high-performance liquid chromatography (Shimadzu 10A; Shimadzu Corporation, Kyoto, Japan) retention times in multiple reaction monitoring (MRM) mode. For MRM identification in negative ion mode, the urine samples were diluted 1:20 with methanol, and for MRM identification in positive ion mode, samples were diluted 1:4. For FAT and RFAT, which were considered as unreported metabolites, two ion pairs as identified from synthesized compounds were used for LC-MS/MS comparison. For FAEG and RFAEG, identifications were made based on fragmentation profiles and two ion pairs detection in MRM, the main product ions of which apparently came from FA (317.1), RFA (319.1), and their glucuronide (175.4).
In MRM detection, the compounds were separated on a CapCell PAK C18 column (5 m, 2.0 ϫ 50 mm) at room temperature with the flow rate of 0.2 ml/min. The mass spectrometer was operated in negative ion mode using MRM with transitions m/z 317.0/230.9 for FA, 319. Identified metabolites were checked by LC-MS/MS analysis of six blank urine samples and six fenofibrate-treated samples urine samples, which were desalted on an solid-phase extraction column (Supelco, Bellefonte, PA).
Exposure and Excretion of New Taurine Conjugates. Urine samples and plasma samples collected when a steady state of fenofibrate treatment was reached were subjected to LC-MS/MS analysis for exposure and excretion evaluation. Synthesized FAT and RFAT were used to establish calibration curves. Comparison was made with FA, which was the pharmacologically active metabolite of fenofibrate. Chromatographic conditions and analytical parameters were same as those indicated in structural elucidation of metabolites. Concentrations of the three metabolites in monkey urine samples and plasma samples were determined by validated methods for which bezafibrate (m/z 360.1/274.4) was used as internal standard. The results were transformed to micromolar concentrations and are expressed as means Ϯ S.D. for both dose treatments.
Results
Synthesis of Fenofibrate Metabolites. The NMR spectra for RFA, compound AR, FAT, RFAT, compound B, and compound X were acquired. The purity of these chemicals used for MS validation was Ն95% according to 1 H NMR analyses. NMR spectra for FAT and RFAT, which were abundant metabolites of a new metabolic pathway, are shown in Fig. 1, A and B (NMR spectra of compound X, RFA, compound AR, and compound B are shown in Supplemental Fig. 2) .
Phenotypes of Cynomolgus Monkeys Treated with Fenofibrate. SPSS 11.5 for Windows was used for data analysis of phenotypes of fenofibrate treatment. A paired t test indicated that administration of both low and high doses of fenofibrate did not affect monkey body weights ( p ϭ 0.586 for low dose and p ϭ 0.695 for high dose). Blood samples were collected and serum biochemical analysis was performed before and after fenofibrate administration. One-way analysis of variance revealed no significant changes in alanine aminotransferase, aspartate aminotransferase, creatinine, blood urea nitrogen, and lactate dehydrogenase for either dose treatment throughout the study, demonstrating that fenofibrate was well tolerated in NHPs (data for the high dose are shown in Supplemental Fig. 3 ; data for the low dose are not shown).
MDA and Selection of Signals. Supervised PLS-DA was used for pattern recognition, and the best scores plot and loadings plot were reached (Fig. 2) 
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at ASPET Journals on April 4, 2017 dmd.aspetjournals.org samples of the control, low-dose, and high-dose groups (Fig. 2A) . The loadings plots revealed the ions that contributed most to the group separation along the first component (Fig. 2B) . Suspected fenofibrate metabolites were identified from the loadings plots. In-source fragments and adducts were excluded after inspection of the raw chromatograms. After confirming the absence of suspected fenofibrate metabolites in the vehicle-only urine samples, eight variables were extracted as metabolite signals from the negative data matrix ( Table  1 ). The positive data matrix was analyzed similarly, but no further new information was acquired.
Compound X was reported as a fenofibrate metabolite in rat hepatocytes, and compound B was structurally derived from fenofibrate. Although MDA of both negative and positive ion data matrices indicated no information related to these two compounds (as shown in Table 1 ), we suspected that they were probably metabolites. Hence, synthesized compound X and B were used for identification by the LC-MS/MS analysis and fragmentation profile.
Identification and Structural Elucidation of Suspected Metabolites. FA, RFA, FAEG, RFAEG, and compound X were reported previously in humans, rats, and dogs. They were also found as metabolites in the cynomolgus urine samples in this study. For FA, RFA, and compound X, the identical MS/MS profiles from authentic or synthetic compounds and urine samples demonstrate identical fragmentation patterns. As further evidence for identity, their retention times by LC-MS/MS were determined to be almost identical (Supplemental Figs. 4 -6 ). For FAEG and RFAEG, the double ion pairs detected in the urine samples by MRM in negative mode shared identical retention times, and their fragments came from the substrates FA (317.1), RFA (319.1), and the ligand of glucuronic acid (175.4) (Supplemental Fig. 7) .
Compounds B and AR, which were structurally part of FA and RFA but not identified as metabolites in other species, were found in this study. Both compounds B and AR in cynomolgus urine samples chromatographed with the same retention times as the authentic or synthetic compounds. In their MS/MS profiles, the main fragments from the synthetic compounds were identical to those in urine samples (Supplemental Figs. 8 and 9) .
Two taurine conjugates of fenofibrate, FAT and RFAT, were found in cynomolgus monkeys and have not been reported in other species. The fragmentation profiles of synthetic FAT and RFAT were same as those found in urine samples. MRM detection in negative mode with double ion pairs showed that the urine samples shared retention times that were identical to those of the synthetic compounds (Figs. 3 and  4) . Thus, they can be defined as new metabolites of fenofibrate in cynomolgus monkey.
For further verification, the blank urine samples and fenofibratetreated urine samples from the six individual monkeys were subjected to LC-MS/MS analysis in MRM in both negative and positive modes (data not shown). The results for absence of the above-identified metabolites in blank samples and presence in fenofibrate-treated urine FIG. 3 . Fragmentation profiles and LC-MS/MS chromatographs of synthetic FAT and cynomolgus urine samples detected in double ion pairs. The fragmentation profiles and retention time for both ion pairs were identical for synthetic compound and urine sample. Combining the taurine conjugation pathway of fenofibrate, which was newly found in this study, the previously reported known metabolites (summarized in Table 2 ), together with the metabolic intermediate found in this study, we proposed the metabolic pathway of fenofibrate in cynomolgus monkey as shown in Fig. 5 .
Exposure Level and Excretion of FAT and RFAT. Quantitation results for FAT, RFAT, and FA are shown in Table 3 . FA was the most abundant metabolite of fenofibrate in plasma and exposure to high-dose treatment was approximately 7 times that of low-dose treatment. For these three metabolites, the concentration in urine was higher than that in plasma because of the kidney concentration effect. The ratio of taurine conjugates and FA increased from less than 1:10 in the low-dose group to more 1:4 in the high-dose group. Excretion of metabolites in urine showed dose dependence, but taurine conjugates in urine increased much more than FA when the high dose was given (20-and 60-fold for FAT and RFAT versus 3-fold for FA). During the high-dose treatment, FAT and RFAT molar concentrations were markedly higher than that of FA, which was different from that during the low-dose treatment. Thus, when the dose was higher, more FA would be transformed to FAT and RFAT and these taurine conjugates were more easily excreted in urine.
Discussion
Fibrates are a class of hypolipidemic drugs that have been used extensively for more than 30 years. However, fenofibrate was reported to be a peroxisome proliferator and to produce hepatocarcinogenesis in some rodent species, but there is no evidence for hepatotoxic or carcinogenic effects of these compounds in humans or NHPs (Hoivik et al., 2004; Peters et al., 2005) . In mice, PPAR␣ was found to mediate the liver toxicity and cancer properties of fibrate drugs and related PPAR␣ agonists (Ward et al., 1998; Peters et al., 2000) . Hepatic cell proliferation was found to be involved in peroxisome proliferatorinduced hepatocarcinogenesis (Yang et al., 2007) . Fibrates also cause myotoxicity clinically, which was estimated to be a 5.5-fold increased risk compared with that for statins. Their coadministration with statins increased risk by an additional 2-fold versus that for fibrates alone (Graham et al., 2004) . In muscle homogenates, fenofibrate induces mitochondrial dysfunction predominantly by inhibition of complex I of the respiratory chain (Brunmair et al., 2004) . A fiber type-selective response caused by PPAR␣ activation was consistent with increased fatty acid uptake and ␤-oxidation, which represent the major pathways responsible for the clinical benefits of fibrate drugs (De Souza et al., 2006) . In rat skeletal muscle cultures, PPAR␣ activation was found to mediate in part the toxic response to PPAR␣ agonists (Johnson et al., 2005) . The mechanistic investigation of species-related differences and myotoxicity of fibrates and whether metabolites may play a role is still unresolved.
The metabolism of fenofibrate was investigated in vivo in human volunteers, dog, rat, and guinea pig (Table 2 ). Both in vivo and in vitro studies revealed metabolic pathways of ester hydrolysis, reduction of the carbonyl group, and glucuronidation (Cornu-Chagnon et al., 1995) . FA, RFA, FAEG, and RFAEG were identified as metabolites of fenofibrate. In the current study, UPLC-QTOFMS-based metabolomics coupled with highly sensitive LC-MS/MS was used, and four new metabolites hitherto unreported were identified. Among the newly found metabolites, FAT and RFAT indicate a previously unknown conjugation pathway for fenofibrate.
Compounds B and X contain the same scaffold of fenofibrate, and compound X has been reported as a metabolite in rat hepatocytes. However, they were not detected as significant variables by UPLC-QTOFMS because of their low abundance in monkey urine, yet were identified as metabolites by targeted LC-MS/MS. Their retention times were identical with those of authentic compounds (3.87 and FIG. 4 . Fragmentation profiles and LC-MS/MS chromatographs of synthetic RFAT and cynomolgus urine samples detected in double ion pairs. The fragmentation profiles and retention time for both ion pairs were identical for synthetic compound and urine sample.
TABLE 2

Summary of metabolites of fenofibrate in different species
Metabolites of fenofibrate in human, guinea pig, dog, rat, and rat hepatocytes were obtained from the indicated references in the text (Weil et al., 1988 (Weil et al., , 1990 Cornu-Chagnon et al., 1995 3.54 min) and longer than that of larger molecular weight ions; therefore, the possibility of in-source-fragmentation was excluded. Furthermore, these two compounds are unlikely to be impurities or products caused by pretreatment with methanol, because in another study, in which protein precipitation was performed by addition of acetonitrile, both compounds B and X were produced by incubation of rat hepatocytes with FA (data not shown). The abundance of compound AR was considerable and extracted by MDA from the negative data matrices. It is also structurally related to other metabolites, but its retention time was shorter than that of metabolites with larger molecular mass (2.11 min) and thus in-source-fragmentation was excluded, similar to compounds B and X. Although species differences of taurine conjugation metabolites for clofibrate have already been studied (Cayen et al., 1977) , the taurine conjugation pathway of fenofibrate, which is a structural analog of clofibrate, has not been reported. In this study, taurine conjugates of FA and RFA were identified as metabolites of fenofibrate by identical fragmentation profiles and retention times of double ion pairs. This result differed from that for clofibrate, for which taurine conjugation was not noted in humans (Cayen et al., 1977) . Taurine conjugates were of higher abundance than other metabolites as detected by UPLC-QTOFMS. By quantitation of the primary metabolite FA and newly identified taurine metabolites, exposure to FA at the high dose was approximately 7 times that at the low dose (Table 3) , which was similar to the 4 times reported previously (2500 mg/kg/day versus 200 mg/kg/day) (Hoivik et al., 2004) . In addition, exposure to RFAT was more than one-fourth that of FA by molar concentration, indicating a potential warning sign of metabolite safety; however, the phenotype analysis showed that fenofibrate was well tolerated in cynomolgus monkeys (Supplemental Fig. 3 ) in the presence of high exposure to RFAT (Table 3) . Thus, these new taurine metabolites probably are safe in this NHP. The higher concentrations of RFAT than FA in urine and its in vivo toxicity tolerance in this study are in accord with the function of phase II metabolism of xenobiotics.
To increase the survivability of drug candidates, metabolite safety issues have been receiving more attention in recent years . Safety testing is required when systemic exposure of a metabolite is more than 10% of that of the parent compound according to guidance from the U.S. Food and Drug Administration. In the present study, RFAT and FAT, previously unreported metabolites, were found; systemic exposure of RFAT was approximately 25% of that of FA in the high-dose treatment group. FA, a carboxylic acid, is the pharmacologically active metabolite of fenofibrate, and although it was reported that 9 of the 29 drugs withdrawn between 1974 and 1993 were carboxylic acid-containing drugs (Bakke et al., 1995; Skonberg et al., 2008) , no safety issues have ever been reported for FA. In addition, acyl-CoAs were reported to be intermediates in phase II metabolism, including taurine conjugation with an active thioester bond (Skonberg et al., 2008) . Thus, the taurine conjugation pathway reported here warrants additional drug and drug metabolite safety studies.
To find metabolites or biomarkers, NMR and MS are popular metabolomics platforms. Both approaches have their own distinct advantages in sensitivity, selectivity, and reproducibility (Robertson, 2005) . It is also noteworthy that mass defect filtering, a method that depends on the acquisition of high-resolution MS data, was recently used to identify drug metabolites (Zhu et al., 2006) . Mass defect filtering discriminates metabolites from matrix ions by setting a filtering window based on the similarity of the mass defect values of a compound and putative metabolites. However, in drug safety and toxicology assessment, for which biomarkers are usually unknown and endogenous, metabolomics is a powerful platform that combines the advantages of UPLC-QTOF (or NMR) and MDA, especially when coupled with LC-MS/MS, as demonstrated by identification of compounds B and X in the current study.
In conclusion, nine metabolites of fenofibrate were identified by metabolomics from fenofibrate-treated cynomolgus monkey urine samples, of which compound AR, compound B, FAT, and RFAT have not previously been reported. Of these new metabolites, FAT and RFAT indicate a previously unreported conjugation pathway of fenofibrate in addition to the known glucuronidation pathway.
